REMARKS 

Upon entry of the above amendments, claims 59-67, 86 and 88 will be pending and 
under consideration. 

Claims 1, 2, 4-24, 32-58, 68-85, 87 and 89-92 have been canceled in this response 
without prejudice due to a restriction requirement. Applicants reserve the right to pursue the 
subject matter of these canceled claims in a related application. 

Claims 65 and 66 have been amended to depend from any one of claims 59-64 and to 
clarify that the candidate modulator molecule is identified as a candidate inhibitor or candidate 
agonist of Notch activation, respectively. Claims 86 and 88 have been amended to recite the 
correct dependencies in view of the cancellation of certain claims upon which they depended. 

No new matter is added. 

Claim Objections 

Claims 86 and 88 are objected to as encompassing non-elected subject matter. In 
response, Applicants have amended claims 86 and 88 such that they no longer depend from non- 
elected, and now canceled, claims. Applicants submit that the reason for objection to claims 86 
and 88 has been obviated and respectfully request withdrawal of the objection. 

Priority 

Claim 86 is alleged by the Examiner to be entitled to a priority date of July 23, 1998. 
According to the Examiner, claim 86 contains subject matter that was not disclosed in priority 
Application No. 08/899,232 filed on July 23, 1997, but, rather, contains subject matter first 
disclosed in priority Application No. 09/121,457 filed July 23, 1998. 

Applicants respectfully disagree. The Examiner's attention is invited to Kennecott 
Corporation v. Kyocera International Inc., 835 F.2d 1419, 5 U.S.P.Q.2d 1 194 (Fed. Cir. 1987) 
and Application of Nathan, 328 F.2d 1005, 140 U.S.P.Q. 601 (C.C.P.A. 1964), which 
collectively stand for the proposition that so long as the claimed subject matter is sufficiently 
identified in the original specification, as filed, an amendment pointing out an inherent 
characteristic of the subject matter is not new matter. Claim 86, which depends from claim 64, 
recites that the reducing agent sensitive linkage of the Notch heterodimer is a non-covalent, 
metal ion-dependent sensitive linkage. Although not explicitly disclosed in Application No. 
08/899,232 filed July 23, 1997, the specific linkage recited in claim 86 is an inherent 
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characteristic of the Notch heterodimer, which heterodimer is sufficiently identified in 



Application No. 08/899,232 filed July 23, 1997. 

The Examiner's attention is invited to Application No. 08/899,232 as field at page 9, line 

35 to page 10, line 13, wherein it states: 

The present invention is based, at least in part, on the discovery that 
Notch in its active form, i.e., the form that mediates signal transduction and 
that binds Notch ligands such as Delta, is a heterodimer of two Notch 
cleavage products, an about (±10%) 180 kilodaltons (kDa) subunit (N EC ) and 
an about (±10%) 110 kDa subunit (N™), which are tethered together through 
a reducing agent-sensitive linkage, e.g., one or more disulfide bridges. Full 
length Notch is not expressed on the cell surface and is ligand inaccessible. 
As shown by way of example infra, the two subunits arise due to a proteolytic 
cleavage of the full length Notch molecule in the trans-Golgi at a site in Notch 
amino-terminal to the transmembrane domain and carboxy-terminal to the 
EGF repeat region, thus generating an extracellular fragment (N EC ) of about 
1 80 kDa and a transmembrane/intracellular fragment (N™) of about 110 kDa. 

The Examiner's attention is also invited to the specification at page 19, lines 15-19 of the 

originally filed specification of Application No. 08/899,232, which states: 

The invention is based, at least in part, on the discovery that the active 
form of Notch is not the full length form but rather a cell surface expressed 
heterodimer consisting of N EC and N™ Notch fragments tethered together 
through a reducing agent-sensitive linkage. 

The Examiner's attention is also invited to Section 6, in particular Sections 6.3 to 6.10 
(pages 45-50), and to Figures 3-7 and 10 of Application No. 08/899,232, which disclose the 
Notch heterodimer and the two cleavage fragments. In particular, the Examiner's attention is 
invited to Figure 3 and the discussion thereof in Section 6.3. Figure 3 is a Western blot of cell 
extracts from cell lines that express Notch and the Notch fragment N™ is shown. Further, the 
Examiner's attention is invited to Section 6.8 and Figure 6, wherein pulse-labeling experiments 
are discussed and wherein both the N™ and N EC are shown. The Examiner's attention is also 
invited to page 53, lines 32-37, which discloses that N™ and N EC are tethered to one another via 
a linkage that is sensitive to reducing agents. 

Applicants submit that the foregoing demonstrates that the specification fully enables 
and describes heterodimeric Notch, Notch cleavage fragments and a linkage between N™ and 
N EC , such that a recitation of an inherent characteristic of heterodimeric Notch, i.e., that the 
linkage between N EC and N™ is a non-covalent, metal ion-dependent sensitive linkage, as set 
forth in claim 86, is not new matter. See, Kennecott Corporation v. Kyocera International, Inc., 
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supra; Application of Nathan, supra. Therefore, claim 86 is entitled to a priority date of July 23, 
1997. 

The Rejection under 35 U.S.C. S 102fe) Should Be Withdrawn 

Claims 59-67, 86 and 88 are rejected under 35 U.S.C. § 102(e), as, allegedly, being 
anticipated by U.S. Patent No. 5,935,792 to Rubin et al. ("Rubin"). According to the Examiner, 
Rubin discloses that Notch is proteolytically cleaved by native Kuz proteins as part of the 
normal biosynthesis of a functional Notch receptor; that is, Kuz activates Notch. Further 
according to the Examiner, Rubin also teaches screening assays for agents that modulate the 
cleavage of a Notch protein by a Kuz polypeptide, comprising the steps of detecting and 
measuring the amount of Notch protein cleavage products produced, wherein a difference in the 
identities or amount of Notch protein cleavage products produced relative to the identities or 
amount of Notch protein cleavage products in the absence of the candidate agent indicates that 
the agent modifies the cleavage of Notch by Kuz. Thus, according to the Examiner, Rubin 
anticipates the claimed invention. 

Applicants disagree with the Examiner's rejection because Rubin is not available as a 
reference under 35 U.S.C. § 102(e), and thus cannot anticipate the claimed invention. 
According to 35 U.S.C. § 102(e), a person shall be entitled to a patent unless "the invention was 
described in ... a patent granted on an application for patent by another filed in the United 
States before the invention by the applicant for patent, . . .". Further, the 35 U.S.C. § 102(e) date 
of a reference is the earliest effective U.S. filing date, taking into consideration any proper 
benefit claims to prior U.S. applications under 35 U.S.C. §§ 1 19(e) or 120, if the prior 
application(s) properly supports the subject matter used to make the rejection in compliance with 
35 U.S.C. § 1 12, first paragraph. See, MPEP § 706.02(f)(l)(I) and MPEP §§ 2136.02 and 
2136.03(111). 

The present application is a continuation of U.S. Application No. 09/121,457 filed July 
23, 1998 (now U.S. Patent No. 6,692,919), which is a continuation-in-part of U.S. Application 
No. 08/899,232 filed July 23, 1997 (now U.S. Patent No. 6,436,650). Further, the presently 
pending claims are entitled to the July 23, 1997 filing date since the July 23, 1997 application, 
No. 08/899,232, fulfills the requirements under 35 U.S.C. § 1 12, first paragraph, to support the 
pending claims. The Examiner's attention is invited, for example, to Section 5.2 and claims 59 
and 61 to 67 as originally filed in Application No. 08/899,232 filed July 23, 1997, now U.S. 
Patent No. 6,436,650, which fully enables and ipsis verbis describes the claimed methods of 
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identifying a modulator of Notch activation as claimed in claims 59 and 61-67. As noted above, 
claim 86 is also entitled to an effective filing date of July 23, 1997. 

Applicants further note that claims 60 and 88 are also entitled to an effective filing date 
of July 23, 1997. Claim 60 refers to an amino-terminal fragment of full-length Notch 
terminating between the epidermal growth factor-like repeat domain and the transmembrane 
domain of full-length Notch, and a carboxy-terminal fragment of full-length Notch with its 
amino terminus situated between the epidermal growth factor-like repeat domain and the 
transmembrane domain. Claim 88 refers to the amino-terminal fragment of full-length Notch 
that terminates between the Lin-12/Notch repeats and the transmembrane domain, and the 
carboxy-terminal fragment of full-length Notch that has its amino terminus situated between the 
Lin-12/Notch repeats and the transmembrane domain. Although these claim recitations do not 
literally appear in Application No. 08/899,232, they are an inherent characteristic of 
heterodimeric Notch and of the N EC and N™ fragments disclosed and taught in that application. 

The Examiner's attention is invited to Section 6 of Application No. 08/899,232, in 
particular Sections 6.3 to 6.10 (pages 45-50), and to Figures 3-7 and 10, which disclose the 
Notch heterodimer and the two cleavage fragments. In particular, the Examiner's attention is 
invited to Figure 3 and the discussion thereof in Section 6.3. Figure 3 is a Western blot of cell 
extracts from cell lines that express Notch and the Notch fragment N™ is shown. Further, the 
Examiner's attention is invited to Section 6.8 and Figure 6, wherein pulse-labeling experiments 
are discussed and wherein both the N™ and N EC are shown. Further, Application No. 
08/899,232 at page 53, lines 32-37 discloses that N EC is tethered to N™ and that the tethering of 
N EC to N™ is reducing agent-sensitive. Applicants submit that N EC and N™ are fully enabled 
and described in Application No. 08/899,232 filed July 23, 1997. Further, N EC and N™ are also 
fully enabled and described in the present specification. For example, see Section 6, in 
particular Sections 6.3 to 6.10 (pages 48-54), and to Figures 3-7 and 10, which disclose the 
Notch heterodimer and N™ and N EC . 

The Examiner's attention is also invited to Logeat et al 9 1998, Proc. Natl. Acad. Sci. 
USA 95:8108-81 12 ("Logeat") (Reference C42 of record), which teaches that mammalian Notch 
is constitutively cleaved by the convertase furin at the carboxyl side of the sequence 
ArgGlnArgArg (amino acids 1651-1654), which sequence is located between the 
transmembrane domain and the Lin-12/Notch repeats. Further, Logeat states on page 8112, 
paragraph bridging the left and right columns, that "mammalian Notch molecules are 
constitutively processed by a furin-like convertase as part of their normal maturation process, 
and this processing is required for cell surface expression of a heterodimeric functional 
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receptor." The Examiner's attention is also invited to the specification at page 56, lines 10-15, 
which discloses that the cleavage of Notch is a general property of Notch in view of the fact that 
the same cleavage pattern is seen in all human cell lines and human tissues examined, that both 
Notch 1 and Notch2 are processed the same way and that N™ is seen in both freshly prepared 
embryonic rat tissues as well as in Drosophila extracts. 

Since heterodimeric Notch and fragments N™ and N EC are sufficiently disclosed in the 
specification of Application No. 08/899,232, the recitation of an inherent feature of the 
fragments, i.e., the termini of N™ and N EC , is supported by Application No. 08/899,232 under 
Section 112, and claims reciting such inherent feature are entitled to the filing date of 
Application No. 08/899,232, which is July 23, 1997. Thus, claims 60 and 88 are entitled to an 
effective filing date of July 23, 1997. 

Rubin was filed on August 27, 1997 and claims priority to U.S. Provisional Application 
No. 60/019,390 filed August 29, 1996 and U.S. Provisional Application No. 60/053,476 filed 
July 23, 1997. In view of the above discussion, Rubin is only available as prior art under 35 
U.S.C. § 102(e) against the presently pending claims if, inter alia, the subject matter relied on by 
the Examiner to anticipate the presently pending claims is enabled and described in the August 
29, 1996 priority application, since only the August 29, 1996 priority application was filed 
before the July 23, 1997 effective filing date of the presently pending claims. See, In re 
Wertheim, 191 U.S.P.Q. 90 (C.C.P.A. 1976). As shown by the remarks above, all the pending 
claims are entitled to an effective filing date of July 23, 1997. If the disclosure relied on by the 
Examiner is only first enabled and described in the July 23, 1997 priority application or in the 
later filed regular application, filed on August 27, 1997, then Rubin is not available under 
Section 102(e) because neither application was filed before the July 23, 1997 effective filing 
date of the presently pending claims. 

The Examiner's attention is directed to the specification of U.S. Provisional Application 
No. 60/019,390 filed on August 29, 1996 ("the '390 application"), which is attached hereto as 
Exhibit A and which is made of record in the Supplemental Information Disclosure Statement 
submitted concurrently herewith. Upon review of the ' 390 application, it is clear that there is no 
teaching that Kuz proteolytically cleaves Notch or that there is any disclosure of methods of 
screening for an agent which modulates the cleavage of a Notch protein by Kuz by detecting or 
measuring the amount of Notch cleavage products or that Kuz directly interacts with Notch. 

In view of the foregoing, the subject matter in Rubin relied on by the Examiner is not 
entitled to the August 29, 1996 priority date. Thus, Rubin is not available as prior art under 35 
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U.S.C. § 102(e) to the presertfrrmmmed invention, and cannot anticipate the presently claimed 
invention. 

Applicants submit that the rejection under 35 U.S.C. § 102(e) has been overcome and 
respectfully request its withdrawal. 



present response be entered and made of record in the file history present application. 
Applicants submit that the presently pending claims meet all requirements for patentability and 
respectfully request allowance and action for issuance. 

Applicants request that the Examiner call the undersigned at (212) 326-3939 if any 
questions or issues remain. 



CONCLUSION 



Applicants respectfully request that the above-made amendments and remarks of the 
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